Sample Colonoscopy Appeal Letter (Lynch Syndrome) – Updated March 2025

[bookmark: _heading=h.gjdgxs]HEALTH INSURER
123 Insurance Way
Anywhere, IL  012345
DATE
RE:	Claim # XXXXXXXXXXX
Claimant:	NAME (ID# and DOB: Mo-Day-Year)
To Whom It May Concern:
I am writing to appeal [Health Plan Name]’s decision to [deny coverage or apply the cost of the services to my deductible] of my colonoscopy, which took place on [date] at [facility]. It is my understanding that [Health Plan Name] covers medically necessary services that are not expressly excluded. [Attach or reference relevant section(s) from health insurer’s Policy or Evidence of Coverage, if possible.]
I have a Lynch syndrome genetic mutation, which places me in the high-risk category for colorectal cancer. Per the Centers for Disease Control (CDC), “Lynch syndrome (LS) is an inherited predisposition to colorectal cancer (CRC), responsible for 3-5% of all CRC. This syndrome is characterized by the early occurrence of colorectal [cancer] ... colorectal screening by colonoscopy is efficient because it is associated with a reduction >50% of both CRC incidence and CRC related mortality.”[footnoteRef:1] [1:  NIH National Library of Medicine, Colorectal cancer screening in Lynch syndrome: Indication, techniques and future perspectives https://pubmed.ncbi.nlm.nih.gov/32314431/] 

The U.S. Preventive Services Task Force (USPSTF) Colorectal Cancer Screening guidelines state, “This recommendation applies to asymptomatic adults 45 years or older who are at average risk of colorectal cancer (i.e., no prior diagnosis of colorectal cancer, adenomatous polyps, or inflammatory bowel disease; no personal diagnosis or family history of known genetic disorders that predispose them to a high lifetime risk of colorectal cancer [such as Lynch syndrome or familial adenomatous polyposis])”  The guidelines go on to note, “Persons who have hereditary cancer syndromes such as Lynch syndrome are at very high risk for colorectal cancer and may need screening strategies that go beyond the evidence that the USPSTF reviewed.”[footnoteRef:2] [2:  U.S. Preventive Services Task Force Final Recommendation Statement, Colorectal Cancer: Screening - www.uspreventiveservicestaskforce.org/uspstf/recommendation/colorectal-cancer-screening#fullrecommendationstart] 

There is broad consensus about the medical necessity of earlier, more frequent colorectal cancer screening for those at increased risk. The National Cancer Institute provides a table of Lynch Syndrome CRC screening practice guidelines for health care professionals, all of which indicate that colonoscopies should start between ages 20-35 or earlier based on family history [Exhibit A]. 
The National Comprehensive Cancer Network (NCCN) Guidelines for Patients, Colorectal Cancer Screening outlines increased risk [Exhibit B], and outlines screening guidelines for those with Lynch Syndrome in their Clinical Practice Guidelines “Genetic/Familial High-Risk Assessment: Colorectal” [Exhibit C].  Additionally, the National Library of Medicine’s recommendation aligns with earlier screening for those at higher risk of colorectal cancer [Exhibit D]. 
Many health insurers, including Blue Cross Blue Shield, and Aetna cover screening colonoscopies for high-risk individuals at younger ages than for average-risk individuals [Exhibits E and F]. Given my high risk of CRC, I respectfully request that you cover my colonoscopies.  The guidelines make it clear that this is a medically necessary intervention for people with Lynch syndrome, such as me.
Thank you for your consideration. Your prompt attention to this matter is greatly appreciated.
Sincerely,
[Signature]



Exhibit A 
Genetics of Colorectal Cancer (PDQ®)–Health Professional Version

Source: Source:  https://www.cancer.gov/types/colorectal/hp/colorectal-genetics-pdq 



Exhibit B 


Source: https://www.nccn.org/patients/guidelines/content/PDF/colorectal-screening-patient.pdf


Exhibit C
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Exhibit C (continued)
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Source: https://www.nccn.org/professionals/physician_gls/pdf/genetics_ceg.pdf












Exhibit D






Exhibit D (continued)

is the only surveillance protocol demonstrated to be effective. 


Source: https://pmc.ncbi.nlm.nih.gov/articles/PMC6752118/

Exhibit E
[bookmark: _heading=h.30j0zll] 
POLICY GUIDELINES


Source: https://provider.excellusbcbs.com/documents/d/global/exc-prv-colorectal-cancer-screening-and-surveillance


Exhibit F
FOBT= fecal occult blood testing 
Colonoscopy and Colorectal Cancer Screening
Clinical Policy Bulletins | Medical Clinical Policy Bulletins

Source: https://www.aetna.com/cpb/medical/data/500_599/0516.html
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©this table summarizes available guidelines from 2014 and later. Other organizations,inclucing the American Cancer Society, have
published guidelines before 2014[503]

2Us. Multi-Society Task Force on Colorectal Cancer includes the following organizations: American Academy of Family Practice, American
Collogo of Gastroenterology, American College of Physicians-American Society of Intornal Medicine, American Colloge of Radiology,
‘American Gastroenterological Association, American Society of Coloroctal Surgeons, and American Socioty for Gastrointostinal Endoscopy.

“Consider later age for MSH8 carrers 502]
SConsiderrepeating colonoscopy every 5 years for PMS2 carriers [501]

Consider starting at age 30 for MSH8 carriers and 35 for PMS2 carriors. Consider annual colonoscapy for MMR carriors [340]
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Table 13. Gene-Specific Practice Guidelines for Colon Surveillance of Lynch Syndrome”
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MLH1 LYNCH SYNDROME: SURVEILLANCE/PREVENTION STRATEGIES™"

Site Surveillance

cancer Surveillance Colonoscopy Findings (LS-F)

Colorectal | - High-quality colonoscopy® at age 20-25 y or 2-5y prior to the earliest CRC if it is diagnosed before age 25 yP and repeat every 1-2 y.9' See Follow-up of

« The Panel recommends that all individuals with LS who have a risk for future CRC (ie, excluding those with prior total proctocolectomy [TPC]) consider
using daily aspirin to reduce their future risk of CRC.® The decision to use aspirin for reduction of CRC risk in LS and the dose chosen should be made
on an individual basis, including discussion of individual risks, benefits, adverse effects, and childbearing plans.! In determining whether an individual with
LS should take aspirin and in deciding on the appropriate dosing, the Panel recommends that providers carefully review patient-specific factors that may
increase the risk of aspirin therapy—including but not limited to increased age, prior allergy, concurrent use of antiplatelets/anticoagulants, untreated H.
pylori o unconfirmed H. pylori eradication—as well as patient-specific factors that indicate a comparably low future cumulative risk of CRC (ie, increased
age, PMS2-associated LS, history of prior colectomy) and who may thus be less likely to experience significant benefit

M Other than CRC and EC, surveillance recommendations are expert opinion
rather than evidence-based.

NThe Panel recognizes that there are limited population-based studies on the
lifetime risk for most of the cancers related to each of these genes. Although
there are some PV-specific data available, a generalized screening approach
is suggested. Screening and the option of risk-reducing surgeries should be
individualized after risk assessment and counseling

© Colonoscopy may not be able to prevent all CRC in individuals with LS (Moller
P, et al. Hered Cancer Clin Pract 2022;20:36). It has been hypothesized that
this may be because some cancers develop from dMMR crypts and do not form
an intermediate adenoma (Ahadova A, et al. Int J Cancer 2018;143:139-150).
However, available data have shown that exposure to colonoscopy can detect
cancers at an early stage when they are more likely curable (Lindor NM, et al
JAMA 2006;296:1507-1517; Vasen HF, et al. 2010;138:2300-2306; Moller P, et al
Gut 2017;66:464-472; Jenkins MA, et al. J Clin Oncol 2015;33:326-331; Moller P,
et al. Hered Cancer Clin Pract 2022:20:36).

PThere is little evidence to guide the timing of initiating screening relative to the
youngest age of diagnosis in a relative and the timing should be individualized

9Patients who may benefit from a shorter 1- versus longer 2-year interval include
those with risk factors such as history of CRC, male sex assigned at birth, MLH1/
MSH2 PV, age >40 y, and history of adenoma. See Discussion

TOne study has modeled the cost-effectiveness of various strategies for age of
initiation and frequency of colonoscopy for reducing incidence and mortality
among individuals with LS. They reported that the optimal age to initiate and
follow-up screening was age 25, repeating every 1 year for MLH1 LS, age 25
repeating every 2 y for MSH2 LS, age 35 repeating every 3y for MSH6 LS, and
age 40 repeating every 3 y for PMS2 LS. Notably, selection of optimal strategies
was based on the combination of quality-adjusted life-years gained and cost
(Kastrinos F, et al. Gastroenterology 2021;161:453-462).

Note: All recommendations are category 2A unless otherwise indicated.

SIna large, prospective, placebo-controlled, multinational CAPP2 study of
individuals with MLH1-, MSH2-, and MSH6-associated LS, daily aspirin 600 mg/
day for at least 2 y was found to significantly decrease the likelihood of incident
CRC (per-protocol HR, 0.56; 95% Cl, 0.34-0.91: intention-to-treat HR, 0.65; 95%
Cl, 0.43-0.97) with no significant increased likelihood of adverse events (Burn J, et
al. Lancet 2020;395:1855-1863). These data demonstrate that 1 CRC is prevented
for every 24 LS carriers treated with aspirin. The CAPP2 study showed no
significant difference in the incidence of cancers other than CRC in those treated
with aspirin versus placebo. The Panel emphasizes that other doses and durations
of aspirin therapy have not been studied, though the ongoing CAPP3 study is
examining different dosing strategies. Longitudinal follow-up of the CAPP2 study,
a randomized trial that included arms comparing supplementation of resistant
starch for 2 to 4 y to no supplementation, showed that taking resistant starch had
no effect on the risk for colon cancer. However, a 46% relative reduction in risk for
extracolonic cancers (especially cancers of the upper gastrointestinal [GI] tract,
[stomach, duodenal, bile duct, and pancreas] was observed [Mathers JC, et al.
Cancer Prev Res (Phila) 2022;15:623-634]. The potential mechanisms by which
resistant starch might reduce risk for extracolonic cancers has not been widely
studied. These results are insufficient for recommending routine supplementation
with resistant starch for reduction of extracolonic cancer risk in LS.

tAspirin is currently considered Pregnancy Category D. Daily low-dose (81 mg/d)
aspifin use in pregnancy is considered safe and is associated with a low likelihood
of serious maternal o fetal complications related to use. During the first trimester,
high-dose aspirin may increase the risk of pregnancy loss and congenital defects
Taking higher doses of aspirin during the third trimester increases the risk of
premature closure of the ductus arteriosus and also increases the risk of fetal
intracranial hemorrhage.
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MSH2 AND EPCAM LYNCH SYNDROME: SURVEILLANCE/PREVENTION STRATEGIES™"

Site [surveillance
Colorectal
cancer of Surveillance Colonoscopy Findings (LS-F),

- High-quality colonoscopy® at age 20-25 y or 2-5y prior to the earliest CRC if it is diagnosed before age 25 yP and repeat every 1-2 y." See Follow-up

- The Panel recommends that all individuals with LS who have a risk for future CRC (ie, excluding those with prior TPC) consider using daily aspirin
to reduce their future risk of CRC.® The decision to use aspirin for reduction of CRC risk in LS and the dose chosen should be made on an individual
basis, including discussion of individual risks, benefits, adverse effects, and childbearing plans.! In determining whether an individual with LS should
take aspirin and in deciding on the appropriate dosing, the Panel recommends that providers carefully review patient-specific factors that may increase
the risk of aspirin therapy—including but not limited to increased age, prior allergy, concurrent use of antiplatelets/anticoagulants, and untreated
H. pylori or unconfirmed H. pylori eradication—as well as patient-specific factors that indicate a comparably low future cumulative risk of CRC (ie,
increased age, PMS2-associated LS, history of prior colectomy) and who may thus be less likely to experience significant benefit.

M Other than CRC and EC, surveillance recommendations are expert opinion rather

than evidence-based

nThe Panel recognizes that there are limited population-based studies on the
lifetime risk for most of the cancers related to each of these genes. Although
there are some PV-specific data available, a generalized screening approach
is suggested. Screening and the option of risk-reducing surgeries should be
individualized after risk assessment and counseling

© Colonoscopy may not be able to prevent all CRC in individuals with LS (Moller
P, etal. Hered Cancer Clin Pract 2022:20:36). It has been hypothesized that
this may be because some cancers develop from dMMR crypts and do not form
an intermediate adenoma (Ahadova A, et al. Int J Cancer 2018;143:139-150).
However, available data have shown that exposure to colonoscopy can detect
cancers at an early stage when they are more likely curable (Lindor NM, et al
JAMA 2006;296:1507-1517; Vasen HF, et al. 2010;138:2300-2306; Moller P, et al
Gut 2017;66:464-472; Jenkins MA, et al. J Clin Oncol 2015;33:326-331; Moller P,
et al. Hered Cancer Clin Pract 2022:20:36)

PThere is little evidence to guide the fiming of initiating screening relative to the
youngest age of diagnosis in a relative and the timing should be individualized

9Patients who may benefit from a shorter 1- versus longer 2-year interval include
those with risk factors such as history of CRC, male sex assigned at birth, MLH1/
MSH2 PV, age >40 y, and history of adenoma. See Discussion

T One study has modeled the cost-effectiveness of various strategies for age of
initiation and frequency of colonoscopy for reducing incidence and mortality
among individuals with LS. They reported that the optimal age to initiate and
follow-up screening was age 25, repeating every 1 year for MLH1 LS, age 25
repeating every 2y for MSH2 LS, age 35 repeating every 3y for MSH6 LS, and
age 40 repeating every 3y for PIIS2 LS. Notably, selection of optimal strategies
was based on the combination of quality-adjusted life-years gained and cost
(Kastrinos F, et al. Gastroenterology 2021;161:453-462).

Note: All recommendations are category 2A unless otherwise indicated.
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S1n a large, prospective, placebo-controlled, multinational CAPP2 study of
individuals with MLH1-, MSH2-, and MSHé-associated LS, daily aspirin 600 mg/
day for at least 2 y was found to significantly decrease the likelihood of incident
CRC (per-protocol HR, 0.56; 95% Cl, 0.34-0.91; intention-to-treat HR, 0.65; 95%
Cl, 0.43-0.97) with no significant incfeased likelihood of adverse evenits (Bum
J, etal. Lancet 2020;395:1855-1863). These data demonstrate that 1 CRC is
prevented for every 24 LS carriers treated with aspirin. The CAPP2 study showed
no significant difference in the incidence of cancers other than CRC in those
treated with aspirin versus placebo. The Panel emphasizes that other doses and
durations of aspirin therapy have not been studied, though the ongoing CAPP3
study is examining different dosing strategies. Longitudinal follow-up of the
CAPP2 study, a randomized trial that included arms comparing supplementation
of resistant starch for 2 to 4 y to no supplementation, showed that taking resistant
starch had no effect on the risk for colon cancer. However, a 46% relative
reduction in risk for extracolonic cancers (especially cancers of the upper Gl tract,
[stomach, duodenal, bile duct, and pancreas]) was observed [Mathers J, et al
Cancer Prev Res (Phila) 2022;15:623-634]. The potential mechanisms by which
resistant starch might reduce risk for extracolonic cancers has not been widely
studied. These results are insufficient for recommending routine supplementation
with resistant starch for reduction of extracolonic cancer risk in LS.

t Aspirin is currently considered Pregnancy Category D. Daily low-dose (81 mg/d)
aspiin use in pregnancy is considered safe and is associated with a low likelihood
of serious maternal or fetal complications related to use. During the first trimester,
high-dose aspirin may increase the risk of pregnancy loss and congenital defects
Taking higher doses of aspirin during the third trimester increases the risk of
premature closure of the ductus arteriosus and also increases the risk of fetal
intracranial hemorrhage.
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MSH6 LYNCH SYNDROME: SURVEILLANCE/PREVENTION STRATEGIESP9

Site Surveillance
Colorectal |+ High-quality colonoscopy" at age 30-35 y or 2-5y prior to the earliest CRC if it is diagnosed before age 30 y* and repeat every 1-3 y.'¥ See Follow-up
cancer of Surveillance Colonoscopy Findings (LS-F).

- The Panel recommends that all individuals with LS who have a risk for future CRC (ie, excluding those with prior TPC) consider using daily aspirin
to reduce their future risk of CRC.¥ The decision to use aspirin for reduction of CRC risk in LS and the dose chosen should be made on an individual
basis, including discussion of individual risks, benefits, adverse effects, and childbearing plans.* In determining whether an individual with LS should
take aspirin and in deciding on the appropriate dosing, the Panel recommends that providers carefully review patient-specific factors that may increase
the risk of aspirin therapy—including but not limited to increased age, prior allergy, concurrent use of antiplatelets/anticoagulants, and untreated
H. pylori or unconfirmed H. pylori eradication—as well as patient-specific factors that indicate a comparably low future cumulative risk of CRC (ie,
increased age, PMS2-associated LS, history of prior colectomy) and who may thus be less likely to experience significant benefit.

P Other than CRC and EC, surveillance recommendations are expert opinion rather

than evidence-based

9The Panel recognizes that there are limited population-based studies on the
lifetime risk for most of the cancers related to each of these genes. Although
there are some PV-specific data available, a generalized screening approach
is suggested. Screening and the option of risk-reducing surgeries should be
individualized after risk assessment and counseling

T Colonoscopy may not be able to prevent all CRC in individuals with LS (Moller
P, et al. Hered Cancer Clin Pract 2022;20:36). It has been hypothesized that
this may be because some cancers develop from dMMR crypts and do not form
an intermediate adenoma (Ahadova A, et al. Int J Cancer 2018;143:139-150).
However, available data have shown that exposure to colonoscopy can detect
cancers at an early stage when they are more likely curable (Lindor NM, et al
JAMA 2006;296:1507-1517; Vasen HF, et al. 2010;138:2300-2306; Moller P, et al
Gut 2017;66:464-472; Jenkins MA, et al. J Clin Oncol 2015;33:326-331; Moller P,
et al. Hered Cancer Clin Pract 2022:20:36).

sThere is lttle evidence to guide the fiming of initiating screening relative to the
youngest age of diagnosis in a relative and the timing should be individualized

tPatients who may benefit from a shorter 1- versus longer 2-year interval include
those with risk factors such as history of CRC, male sex assigned at birth, MLH1/
MSH2 PV, age >40 y, and history of adenoma. See Discussion

U One study has modeled the cost-effectiveness of various strategies for age of
initiation and frequency of colonoscopy for reducing incidence and mortality
among individuals with LS. They reported that the optimal age to initiate and
follow-up screening was age 25, repeating every 1 year for MLH1 LS, age 25
repeating every 2 y for MSH2 LS, age 35 repeating every 3y for MSH6 LS, and
age 40 repeating every 3 y for PMS2 LS. Notably, selection of optimal strategies
was based on the combination of quality-adjusted life-years gained and cost
(Kastrinos F, et al. Gastroenterology 2021;161:453-462).

Note: All recommendations are category 2A unless otherwise indicated.

Vin a large, prospective, placebo-controlled, multinational CAPP2 study of
individuals with MLH1-, MSH2-, and MSHé-associated LS, daily aspirin 600 mg/
day for at least 2 y was found to significantly decrease the likelihood of incident
CRC (per-protocol HR, 0.56; 95% Cl, 0.34-0.91 intention-to-treat HR, 0.65;

95% Cl, 0.43-0.97) with no significant increased likelihood of adverse events
(Burn J, et al. Lancet 2020;395:1855-63). These data demonstrate that 1 CRC is
prevented for every 24 LS carriers treated with aspirin. The CAPP2 study showed
no significant difference in the incidence of cancers other than CRC in those
treated with aspirin versus placebo. The Panel emphasizes that other doses and
durations of aspirin therapy have not been studied, though the ongoing CAPP3
study is examining different dosing strategies. Longitudinal follow-up of the
CAPP2 study, a randomized trial that included arms comparing supplementation
of resistant starch for 2 to 4 y to no supplementation, showed that taking resistant
starch had no effect on the risk for colon cancer. However, a 46% relative
reduction in risk for extracolonic cancers (especially cancers of the upper Gl tract,
[stomach, duodenal, bile duct, and pancreas]) was observed [Mathers J, et al
Cancer Prev Res (Phila) 2022;15:623-634]. The potential mechanisms by which
resistant starch might reduce risk for extracolonic cancers has not been widely
studied. These results are insufficient for recommending routine supplementation
with resistant starch for reduction of extracolonic cancer risk in LS.

W Aspirin is currently considered Pregnancy Category D. Daily low-dose (81 mg/d)
aspifin use in pregnancy is considered safe and Is associated with a low likelihood
of serious maternal o fetal complications related to use. During the first trimester,
high-dose aspirin may increase the risk of pregnancy loss and congenital defects
Taking higher doses of aspirin during the third trimester increases the risk of
premature closure of the ductus arteriosus and also increases the risk of fetal
intracranial hemorrhage.
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PMS2 LYNCH SYNDROME: SURVEILLANCE/PREVENTION STRATEGIESS"

Site Surveillance
Colorectal |+ High-quality colonoscopy® at age 3035 y or 25 y prior to the earliest CRC if it is diagnosed before age 30 y' and repeat every 1-3 y."Y See Follow-up
cancer of Surveillance Colonoscopy Findings (LS-F).

- The Panel recommends that all individuals with LS who have a risk for future CRC (ie, excluding those with prior TPC) consider using daily aspirin to
reduce their future risk of CRC* The decision to use aspirin for reduction of CRC risk in LS and the dose chosen should be made on an individual
basis, including discussion of individual risks, benefits, adverse effects, and childbearing plans.X In determining whether an individual with LS should
take aspirin and in deciding on the appropriate dosing, the Panel recommends that providers carefully review patient-specific factors that may increase
the risk of aspirin therapy—including but not limited to increased age, prior allergy, concurrent use of antiplatelets/anticoagulants, and untreated
H. pylori or unconfirmed H. pylori eradication—as well as patient-specific factors that indicate a comparably low future cumulative risk of CRC (ie,
increased age, PMS2-associated LS, history of prior colectomy) and who may thus be less likely to experience significant benefit.

90ther than CRC and EC, surveillance recommendations are expert opinion rather

than evidence-based

T'The Panel recognizes that there are limited population-based studies on the
lifetime risk for most of the cancers related to each of these genes. Although
there are some PV-specific data available, a generalized screening approach
is suggested. Screening and the option of risk-reducing surgeries should be
individualized after risk assessment and counseling

s Colonoscopy may not be able to prevent all CRC in individuals with LS (Moller
P, et al. Hered Cancer Clin Pract 2022;20:36). It has been hypothesized that
this may be because some cancers develop from dMMR crypts and do not form
an intermediate adenoma (Ahadova A, et al. Int J Cancer 2018;143:139-150).
However, available data have shown that exposure to colonoscopy can detect
cancers at an early stage when they are more likely curable (Lindor NM, et al
JAMA 2006;296:1507-1517; Vasen HF, et al. 2010;138:2300-2306; Moller P, et al
Gut 2017;66:464-472; Jenkins MA, et al. J Clin Oncol 2015;33:326-331; Moller P,
etal. Hered Cancer Clin Pract 2022;20:36).

{There is little evidence to guide the timing of initiating screening relative to the
youngest age of diagnosis in a relative and the timing should be individualized

uPatients who may benefit from a shorter 1- versus longer 2-year interval include
those with risk factors such as history of CRC, male sex assigned at birth, MLH1/
MSH2 PV, age >40'y, and history of adenoma. See Discussion

VOne study has modeled the cost-effectiveness of various strategies for age of
initiation and frequency of colonoscopy for reducing incidence and mortality
among individuals with LS. They reported that the optimal age to initiate and
follow-up screening was age 25, repeating every 1 year for MLH1 LS, age 25
repeating every 2 y for MSH2 LS, age 35 repeating every 3y for MSH6 LS, and
age 40 repeating every 3 y for PIIS2 LS. Notably, selection of optimal strategies
was based on the combination of quality-adjusted life-years gained and cost
(Kastrinos F, et al. Gastroenterology 2021;161:453-462).

Note: All recommendations are category 2A unless otherwise indicated.

Win a large, prospective, placebo-controlled, multinational CAPP2 study of
individuals with MLH1-, MSH2-, and MSH6-associated LS, daily aspirin 600 mg/
day for at least 2 y was found to significantly decrease the likelihood of incident
CRC (per-protocol HR, 0.56; 95% Cl, 0.34-0.91: intention-to-treat HR, 0.65;

95% Cl, 0.43-0.97) with no significant increased likelihood of adverse events
(Bum J; et al. Lancet 2020;395:1855-63). These data demonstrate that 1 CRC is
prevented for every 24 LS carriers treated with aspirin. The CAPP2 study showed
no significant difference in the incidence of cancers other than CRC in those
treated with aspirin versus placebo. The Panel emphasizes that other doses and
durations of aspirin therapy have not been studied, though the ongoing CAPP3
study is examining different dosing strategies. Longitudinal follow-up of the
CAPP2 study, a randomized trial that included arms comparing supplementation
of resistant starch for 2 to 4 y to no supplementation, showed that taking resistant
starch had no effect on the risk for colon cancer. However, a 46% relative
reduction in risk for extracolonic cancers (especially cancers of the upper Gl tract,
[stomach, duodenal, bile duct, and pancreas]) was observed [Mathers J, et al
Cancer Prev Res (Phila) 2022;15:623-634]. The potential mechanisms by which
resistant starch might reduce risk for extracolonic cancers has not been widely
studied. These results are insufficient for recommending routine supplementation
with resistant starch for reduction of extracolonic cancer risk in LS.

X Aspirin is currently considered Pregnancy Category D. Daily low-dose (81
mg/d) aspirin use in pregnancy is considered safe and is associated with a low
likelihood of serious maternal or fetal complications related to use. During the
first trimester, high-dose aspirin may increase the risk of pregnancy loss and
congenital defects. Taking higher doses of aspirin during the third trimester
increases the risk of premature closure of the ductus arteriosus and also
increases the risk of fetal intracranial hemorrhage.
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Table2.

Summary of Surveillance Recommendations in Lynch Syndrome.

Recommendations

Comments/Considerations

Colorectal

cancer

 Colonoscopy every 1-2 years
beginning at the age of 20-25 years (all
guidelines)

« Colectomy with ileorectal anastomosis
is the preferred treatment for patients
with colon cancer or neoplasia not
controllable by endoscopy (ACG,
'USMSTE, Mallorca group, NCCN)

« Annual colonoscopy in MMR-mutation
carriers (ACG, USMSTF)

« Initiate colonoscopy at age 30 years
for MSH6- and at age of 35 years for
PMS2-mutation carriers (USMSTF), at
age 25-30 years in MSH6- and PMS2-
‘mutation carriers (NCCN, ACG), and 2-5
years before the youngest case in the
family (USMSTE, ESMO)

« Extended colectomy should be
discussed, particularly in young patients
(ESMO, Mallorca group)

* Less extensive surgery can be
considered in older patients (ACG,
Mallorca group, NCCN, USMSTF)

‘Endometrial

cancer

« Gynecological examination,
transvaginal ultrasound, CA12S5 test,
and endometrial sampling every year
from the age of 30-35 (ACG, USMSTE,
ESMO) or 35-40 years (Mallorca group)

« Consider prophylactic hysterectomy
and bilateral salpingo-oophorectomy
when childbearing is complete in
‘mutation carriers optimally at the age
of 40-45 years (ACG, ESMO)
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Ovarian  « Same recommendations as for « Same recommendations as for
cancer endometrial cancer endometrial cancer
Gastricand » Esophagogastroduodenoscopy every » Consider capsule endoscopy at the
duodenal  1-3 years from the age of 30-35 years in age of 30-35 years and every 2-3 years
cancer case of a high-incidence population of  for small bowel cancer surveillance
gastric cancer (ACG, USMSTF,ESMO,  (NCCN)
Mallorca group) « Most other guidelines do not
« Helicobacterpylori eradication is recommend routine surveillance for
recommended in mutation carriers small bowel cancer
(ACG, ESMO).
Urothelial « Urinalysis and urine cytology every
cancer year (USMSTF) from the age of 30-35
years
« Urinary ultrasound for MSH2-
‘mutation carriers in clinical study
settings (Mallorca group)
Other There are currently no standard screening recommendations associated with
cancers  urinary tract cancers, pancreatic cancer, prostate cancer, breast cancer, or skin

‘malignancies.
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B. Colorectal cancer

CRCs associated with Lynch syndrome have distinctive features such as a younger age at
presentation, predominance in the right colon, flat rather than polypoid precursor adenomas,
and rapid progression from adenoma to cancer (estimated progression of 35 months compared

to 10-15 years for sporadic cancers in the average risk population)#243). Regular colonoscopy
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B. Colorectal cancer

CRCs associated with Lynch syndrome have distinctive features such as a younger age at
presentation, predominance in the right colon, flat rather than polypoid precursor adenomas,
and rapid progression from adenoma to cancer (estimated progression of 35 months compared

to 10-15 years for sporadic cancers in the average risk population)#243). Regular colonoscopy
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POLICY STATEMENT

Based upon our criteria and assessment of the peer-reviewed literature, including the recommendations of the
National Comprehensive Cancer Network (NCCN) and the United States Preventive Services Task Force (USPSTF)
the following colorectal cancer (CRC) screening modalities are considered medically necessary for average-risk
individuals aged 45 years or older:

Colonoscopy every ten (10) years;

Flexible sigmoidoscopy every five (5) years;

Sereening computed tomography colorography (CTC)/virtual colonoscopy every five (5) years (CPT 74263);
High-sensitivity guaiac fecal oceult blood test (zFOBT) annually;

Fecal immunochemical test (FIT) annually;
Multitarget stool DNA test (sDNA-FIT) (i.¢., Cologuard) every one (1) to three (3) years.

1L Based upon our criteria and assessment of the peer-reviewed literature, a diagnostic CT colonography (CTC)virtual
colonoscopy has been medically proven to be effective and, therefore, is considered medically appropriate for CRC
screening or surveillance of individuals at increasedhigher risk of CRC (see Policy Guidelines) when the following.
criteria is met:
Diagnostic CTC without contrast (CPT 74261):
A Failed conventional colonoscopy due to known colonic lesion, structural abnormality, or technical difficulty; or
B. Conventional colonoscopy is medically contraindicated (e.g.. coagulopathy, intolerance to sedation, aged 80

‘years of age or older, or recent [within the last 60-days] myocardial infraction [MI)).

Diagnostic CTC with contrast (CPT 74262).

C. There is a known obstructing colorectal malignancy so that staging prior to surgery can be performed, if
desired; or

D. There isa clearly stated indication for intravenous (IV) contrast to evaluate extra-colonic organs.

>
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‘The NCCN Colorectal Cancer Screening Clinical Practice Guidelines (v.1.2024 February 27, 2024) recommend that
individuals at an increased or higher risk of CRC begin screening at a younger age and at more frequent time
intervals.

Individuals at increased or higher risk of CRC include those with any of the following:

A A personal history of colorectal cancer, adenomatous polyps, or SSP/SSL (sessile serrated polyp, sessile
serrated lesion, sessile serrae adenoma are all synonymous)

B. A personal history of childhood, adolescent, or young adult cancer treated with chemotherapy andor radiation
therapy;

C. A personal history of inflammatory bowel disease (e.g., ulcerative colitis or Crohn’s disease);

D. A personal history of Cystic fibrosis;

E

F.

A strong family history of colorectal cancer or polyps (Please refer to Description section); or
A personal or known family history of a hereditary colorectal cancer syndrome (i.¢., polyposis syndromes [e.g..
familial adenomatous polyposis (FAP), Peutz-Jeghers, juvenile polyposis, Cowden syndrome/PTEN hamartoma
tumor syndrome], hereditary non-polyposis CRC [HNPCC, Lynch syndrome]).
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POLICY STATEMENT

Based upon our criteria and assessment of the peer-reviewed literature, including the recommendations of the
National Comprehensive Cancer Network (NCCN) and the United States Preventive Services Task Force (USPSTF)
the following colorectal cancer (CRC) screening modalities are considered medically necessary for average-risk
individuals aged 45 years or older:

Colonoscopy every ten (10) years;

Flexible sigmoidoscopy every five (5) years;

Sereening computed tomography colorography (CTC)/virtual colonoscopy every five (5) years (CPT 74263);
High-sensitivity guaiac fecal oceult blood test (zFOBT) annually;

Fecal immunochemical test (FIT) annually;
Multitarget stool DNA test (sDNA-FIT) (i.¢., Cologuard) every one (1) to three (3) years.

1L Based upon our criteria and assessment of the peer-reviewed literature, a diagnostic CT colonography (CTC)virtual
colonoscopy has been medically proven to be effective and, therefore, is considered medically appropriate for CRC
screening or surveillance of individuals at increasedhigher risk of CRC (see Policy Guidelines) when the following.
criteria is met:
Diagnostic CTC without contrast (CPT 74261):
A Failed conventional colonoscopy due to known colonic lesion, structural abnormality, or technical difficulty; or
B. Conventional colonoscopy is medically contraindicated (e.g.. coagulopathy, intolerance to sedation, aged 80

‘years of age or older, or recent [within the last 60-days] myocardial infraction [MI)).

Diagnostic CTC with contrast (CPT 74262).

C. There is a known obstructing colorectal malignancy so that staging prior to surgery can be performed, if
desired; or

D. There isa clearly stated indication for intravenous (IV) contrast to evaluate extra-colonic organs.
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‘The NCCN Colorectal Cancer Screening Clinical Practice Guidelines (v.1.2024 February 27, 2024) recommend that
individuals at an increased or higher risk of CRC begin screening at a younger age and at more frequent time
intervals.

Individuals at increased or higher risk of CRC include those with any of the following:

A A personal history of colorectal cancer, adenomatous polyps, or SSP/SSL (sessile serrated polyp, sessile
serrated lesion, sessile serrae adenoma are all synonymous)

B. A personal history of childhood, adolescent, or young adult cancer treated with chemotherapy andor radiation
therapy;

C. A personal history of inflammatory bowel disease (e.g., ulcerative colitis or Crohn’s disease);

D. A personal history of Cystic fibrosis;

E

F.

A strong family history of colorectal cancer or polyps (Please refer to Description section); or
A personal or known family history of a hereditary colorectal cancer syndrome (i.¢., polyposis syndromes [e.g..
familial adenomatous polyposis (FAP), Peutz-Jeghers, juvenile polyposis, Cowden syndrome/PTEN hamartoma
tumor syndrome], hereditary non-polyposis CRC [HNPCC, Lynch syndrome]).
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8. High-Risk Testing

Aetna considers colorectal cancer testing with sigmoidoscopy, DCBE, or
colonoscopy as frequently as every 2 years medically necessary for members
with any of the following risk factors for colorectal cancer:

1. Afirst-degree relative (sibling, parent, child) who has had colorectal cancer or
adenomatous polyps (screening is considered medically necessary beginning
at age 40 years, or 10 years younger than the earliest diagnosis in their family,
‘whichever comes first); or

2. Family history of familial adenomatous polyposis (screening is considered
medically necessary beginning at puberty); or

3. Family history of hereditary non-polyposis colorectal cancer (HNPCQ)
(screening is considered medically necessary beginning at age 20 years); or

4. Family history of MYH-associated polyposis in siblings (screening is
considered medically necessary beginning at age 25 years); or

5. Diagnosis of Cowden syndrome (screening s considered medically necessary

beginning at age 35 years).

Aetna considers annual FOBT, alone or in conjunction with sigmoidoscopy.
medically necessary for testing of members with any of the above risk factors
for colorectal cancer.
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Policy
Scope of Policy
This Clinical Policy Bulletin addresses colonoscopy and colorectal cancer screening.

. Medical Necessity
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8. High-Risk Testing

Aetna considers colorectal cancer testing with sigmoidoscopy, DCBE, or
colonoscopy as frequently as every 2 years medically necessary for members
with any of the following risk factors for colorectal cancer:

1. Afirst-degree relative (sibling, parent, child) who has had colorectal cancer or
adenomatous polyps (screening is considered medically necessary beginning
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CRC = coloroctal cancer; EHTG = European Hareditary Tumor Group; ESCP = Europoan Socioty of Coloproctology; ESMO = European Sociaty.
for Modical Oncology; MMR = mismatch ropai; NCCN = National Comprohonsivo Cancor Notwork.

©this table summarizes available guidelines from 2014 and later. Other organizations,inclucing the American Cancer Society, have
published guidelines before 2014[503]

2Us. Multi-Society Task Force on Colorectal Cancer includes the following organizations: American Academy of Family Practice, American
Collogo of Gastroenterology, American College of Physicians-American Society of Intornal Medicine, American Colloge of Radiology,
‘American Gastroenterological Association, American Society of Coloroctal Surgeons, and American Socioty for Gastrointostinal Endoscopy.

“Consider later age for MSH8 carrers 502]
SConsiderrepeating colonoscopy every 5 years for PMS2 carriers [501]

Consider starting at age 30 for MSH8 carriers and 35 for PMS2 carriors. Consider annual colonoscapy for MMR carriors [340]
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Table 13. Gene-Specific Practice Guidelines for Colon Surveillance of Lynch Syndrome”
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